United States Patent and Trademark Ofhce 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark OtBce 

Address: COMMISSIONER FOR PATENTS 



APPLICATION NO. 



FILING DATE 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. CONFIRMATION NO. 



10/026,066 



12/07/2001 



John J. L. Simard 



0088480-021US1 



81072 7590 07/17/2009 

Davis Wright Tremaine LLP/Mankind Corporation 
505 MONTOGOMERY STREET, STE. 800 
SAN FRANCISCO, CA 941 1 1-6533 



VANDERVEGT, FRANCOIS P 



PAPER NUMBER 



DELIVERY MODE 



Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 



KJtSiVrXS nvrliyjts OUff Iff fcff Jr 


Application No. 

10/026,066 


Applicant(s) 

SIMARD ET AL. 


Examiner 

F. Pierre VanderVegt 


Art Unit 
1644 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 31 December 2008 . 
2a )□ This action is FINAL. 2b)|3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-5.29-36.40-52 and 54-59 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) K Claim(s) is/are allowed. 

6) |EI Claim(s) 1-5.29-36.40-52 and 54-59 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held In abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attach ment(s) 

1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftspereon's Patent Drawing Review (PTO-948) Paper No(s)/IVIail Date. 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 5) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date . 6) □ Other: . 



PTOL-T26'(Rev^'o8-0^^ 



Office Action Summary 



Part of Paper No./Mail Date 20090608 



Application/Control Number: 1 0/026,066 Page 2 

Art Unit: 1644 

DETAILED ACTION 

This application is a continuation of U.S. Application Serial Number 10/005,905 (ABN); which is 
a continuation-in-part of U.S. Application Serial Numbers 09/561,074 (now U.S. Patent No. 6,861,234), 
09/560,465 (ABN) and 09/561,572 (ABN); and is a continuation-in-part of PCT Serial Number 
PCT/USOl/13806. The priority date of this application is April 27, 2000. 

Claims 6-28, 37-39 and 53 have been canceled. 

Claims 1-5, 29-36, 40-52 and 54-59 are currently pending and are the subject of examination in 
the present Office Action. 

In view of Applicant's amendment and remarks filed December 31, 2008, no outstanding grounds 
of rejection are maintained. The following represent NEW GROUNDS of rejection that were not 
necessitated by the amendment. Accordingly, this Office Action is made NON-FINAL. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness rejections set 

forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 1 03(a), the examiner presumes that the subject matter of the vaiious claims was commonly 
owned at the time any inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and invention dates of 
each claim that was not commonly owned at the time a later invention was made in order for the examiner 
to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 
35 U.S.C. 103(a). 



1. Claims 1-5, 29, 30, 33-35 and 38-41 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Zajac et al (145 on form PTO-1449; Int. J. Cancer [1997] 71:491-496, of record) in view of 
Kawakami et al (J. Immunother. [1998] 21(4):237-246; 77 on form PTO-1449 filed 12/9/2002, newly 
cited). 

Zajac teaches isolated T cells that recognize the HLA-A2.1 -restricted housekeeping epitope 
consisting of amino acid residues 27-35 of the MelanA tumor-associated antigen fi-om melanoma target 
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cells (Abstract and page 491, first column in particular) [claims 1, 3, 29, 30, 33-35]. Zajac teaches that 
tumor-infiltrating- lymphocytes (TlLs) were isolated from melanoma patients were able to specifically 
lyse target cells (pages 492-493 and Figure 2 in particular). The TILs qualify as being "isolated from an 
immunized animal" because they were obtained from melanoma patients and were therefore "immunized" 
to the antigen by the presence of the tumor in their body [claim 5]. Accordingly, prior to transformation 
of the cell line the reactive T cells were present in human serum, a carrier suitable for administration to a 
human. The composition satisfies the metes and bounds of the claimed composition. Zajac discusses the 
use of the MART-l/MelanA27-35 peptide as an active immunogen in cancer patients (Abstract and page 
495, column 2 in particular) 

Claims 40 and 41 are included because a blood sample obtained from a human subject would 
easily have comprised between 10^ and 10^^ T cells in total. 

Kawakami teaches that "[t]umor-reactive T cells that have been activated in vivo can then be 
further expanded by in vitro culture with IL-2 and used for adoptive immunotherapy" (page 239, second 
column in particular). Accordingly, it would have been well within the purview of the artisan at the time 
the invention was made to expand tumor-rcactivc T cells in in vitro culture and make the cells suitable for 
administration as an adoptive immunothcrapcutic reagent. Like Zajac, Kawakami also discusses the use 
of the MART-l/MelanA27.35 peptide as an active immunogen, refening to clinical protocols (Table 4 in 
particular). However, Kawakami also teaches that potent melanoma-reactive T cells can be induced from 
the peripheral lymphocytes of cancer patients or from subjects immunized with the peptides [claim 5] and 
useful for adoptive transfer protocols (page 242, column 2 to page 243, column 1 in particular). 

It would have been prima facie obvious to a person having ordinary skill in the art at the time the 
invention was made to use expanded T cells from the cells isolated T cells of Zajac as an adoptive 
immunotherapeutic. One would have been motivated to formulate a therapeutic preparation suitable for 
use in humans comprising these cells with a reasonable expectation of success by the teachings of 
Kawakami that cells expanded in vitro with substances such as IL-2 can still be used for adoptive transfer 
to human subjects. 

2. Claims 1-5, 29, 30, 33, 34, 36 and 38-41 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Kittlesen et al (79 on form PTO-1449; J. Immunol. [1998] 160:2099-2106, of record) 
in view of Kawakami et al (J. Immunother. [1998] 21(4):237-246; 77 on form PTO-1449 filed 12/9/2002, 
newly cited). 
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Kittlesen teaches isolated T cell lines that recognize the HLA-Al -restricted housekeeping epitope 
consisting of the amino acid sequence KCDICTDEY of the tyrosinase tumor-associated antigen from 
melanoma target cells (Abstract, page 2100, first column in particular, page 2101, second column in 
particular) [claims 1, 29, 30, 33, 34, 36]. Kittlesen teaches that the tyrosine reactive T cells are obtained 
from melanoma patients whose tumors express tyrosinase (paragraph bridging pages 2100-2101 in 
particular) and therefore qualify as being "isolated from an immunized animal" because they were 
obtained from melanoma patients and were therefore "immunized" to the antigen by the presence of the 
tumor in their body [claim 5]. Accordingly, prior to transformation of the cell line the reactive T cells 
were present in human serum, a carrier suitable for administration to a human. The composition satisfies 
the metes and bounds of the claimed composition. Kittlesen further teaches that the T cell lines were 
enriched in vifro from polyclonal populations [claim 3] obtained from melanoma patients by repeated 
rounds of stimulation with the peptide (page 2100, first column in particular) [claims 2, 4]. 

Claims 40 and 41 are included because a blood sample obtained from a human subject would 
easily have comprised between 10^ and lO" T cells in total. 

Kawakami teaches that "[t]umor-rcactivc T cells that have been activated in vivo can then be 
further expanded by in vitro culture with lL-2 and used for adoptive immunotherapy" (page 239, second 
column in particular). Accordingly, it would have been well within the purview of the artisan at the time 
the invention was made to expand tumor-reactive T cells in in vitro culture and make the cells suitable for 
administration as an adoptive immunotherapeutic reagent. Like Kittlesen, Kawakami also discusses the 
use of the peptide epitopes as an active immunogen, referring to clinical protocols (Table 4 in particular). 
Furthermore, Kawakami also discloses the generation of T cells reactive with tyrosinase epitopes (table 3 
in particular). Kawakami also teaches that potent tumor-reactive T cells can be induced from the 
peripheral lymphocytes of cancer patients or from subjects immunized with the peptides [claim 5] and 
useftil for adoptive transfer protocols (page 242, column 2 to page 243, column 1 in particular). 

It would have been prima facie obvious to a person having ordinary skill in the art at the time the 
invention was made to use expanded T cells from the cells isolated T cells of Kittlesen as an adoptive 
immunotherapeutic. One would have been motivated to formulate a therapeutic preparation suitable for 
use in humans comprising these cells with a reasonable expectation of success by the teachings of 
Kawakami that cells expanded in vitro with substances such as IL-2 can still be used for adoptive transfer 
to human subjects. 
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3. Claims 1-5, 29-32, 35 and 38-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Jager et al (75 on form PTO-1449; J. Exp. Med. [1998] 187:265-270, of record) in view of Kawakami et 
al (J. Immunother. [1998] 21(4):237-246; 77 on form PTO-1449 filed 12/9/2002, newly cited). 

Jager teaches isolated CD4-I- T cell lines and an HLA-A2 restricted CTL clonal line that recognize 
housekeeping epitopes of the NY-ESO-1 cancer-testis tumor-associated antigen (Abstract and page 266, 
first column in particular) [claims 1-3, 29-32, 35]. Jager teaches that the NY-ESO-1 reactive T cells are 
obtained fi-om PBL fi-om a melanoma patient. Jager teaches that the T cells are obtained fi^om a 
melanoma patient and therefore qualify as being "isolated fi-om an immunized animal" because they were 
obtained fi-om a melanoma patient that was therefore "immunized" to the antigen by the presence of the 
tumor in the body [claim 5]. 

Claims 40 and 41 are included because a blood sample obtained from a human subject would 
easily have comprised between 10^ and 10^^ T cells in total. 

Kawakami teaches that "[tjumor-reactive T cells that have been activated in vivo can then be 
further expanded by in vitro culture with IL-2 and used for adoptive immunotherapy" (page 239, second 
column in particular). Accordingly, it would have been well within the pui-vicw of the artisan at the time 
the invention was made to expand tumor-rcactivc T cells in in vitro culture and make the ceils suitable for 
administration as an adoptive immunothcrapcutic reagent. Jager teaches that NY-ESO-1 peptide can be 
used as an active immunogen as a vaccine preparation (page269, column 2 in particular). Kawakami also 
discusses the use of peptide epitopes as an active immunogen, referring to clinical protocols (Table 4 in 
particular). Kawakami also teaches that potent tumor-reactive T cells can be induced from the peripheral 
IjTnphocytes of cancer patients or from subjects immunized with the peptides [claim 5] and useful for 
adoptive transfer protocols (page 242, column 2 to page 243, column 1 in particular). 

It would have been prima facie obvious to a person having ordinary skill in the art at the time the 
invention was made to use expanded T cells from the cells isolated T cells of Jager as an adoptive 
immunotherapeutic. One would have been motivated to formulate a therapeutic preparation suitable for 
use in humans comprising these cells with a reasonable expectation of success by the teachings of 
Kawakami that cells expanded in vitro with substances such as IL-2 can still be used for adoptive transfer 
to human subjects. 

4. Claims 45-52 and 54-59 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over Zajac et 
al (145 on form PTO-1449; Int. J. Cancer [1997] 71:491-496, of record) in view of Kawakami et al (J. 
Immunother. [1998] 21(4):237-246; 77 on form PTO-1449 filed 12/9/2002, newly cited), Jager et al (75 
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on form PTO-1449; J. Exp. Med. [1998] 187:265-270, of record) and Tsuji et al (Int. J. 
Immunopharmacology [1998] 20(1-3): 1 1 1—124 (newly cited; U on form PTO-892). 
Zajac, Kawakami and Jager have been discussed supra. 

The references each teach the generation of T cells specific for tumor associated antigens in 
melanoma patients [claims 42, 44-47]. Zajac specifically teaches the generation of A2-restricted T cells 
reactive with the melanoma differentiation antigen Melan-A [claims 50-52]. Jager specifically teaches 
the generation of T cells specific for the cancer-testis antigen NY-ESO [claims 48, 49]. Kawakami 
teaches the in vitro generation of T cell clones suitable for adoptive administration to a human [claim 43]. 

The combined references do not specifically teach immunizing a subject against more than one 

epitope. 

Tsuji teaches immunizing a subject with multiple peptides derived from B16 melanoma cells 
(Abstract in particular). Tsuji teaches that the peptides were acid eluted from cultured tumor cells, acid 
elution removes peptides from MHC class I on the surface of the cells (page 1 12 in particular), meaning 
that these peptides from non-immune cells are the product of processing by standard proteasomes and 
therefore arc housekeeping epitopes. As these peptides arc derived from whole ceil ciutions, the 
preparations comprise housci<ccping epitopes from both different antigens (claims 45-52) and from same 
antigens (claims 54-59) of the tumor cells. 

It would have been prima facie obvious to a person having ordinaiy skill in the art at the time the 
invention was made to treat a subject with T cells specific for more than one housekeeping epitope at the 
same time when the housekeeping epitopes are derived from the same or different antigens of the tumor, 
one would have been motivated to combine the teachings for such a combination therapy with a 
reasonable expectation of success by the teachings of Tsuji showing that freating a subject with multiple 
peptides inhibited tumor growth and promoted survival of freated subjects and by the fact that not only do 
both Zajac and Jager teach the expansion of housekeeping epitope specific T cells in vitro, which 
Kawakami teaches can be expanded for adoptive immunotherapy, but they also teach the use of these 
peptides for active therapy in subjects, providing a nexus to the peptide therapy taught by Tsuji. 



No claim is allowed. 
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Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to F. Pierre VanderVegt whose telephone number is 571-272-0852. The examiner can 
normally be reached on Mon.-Fri. 7:30 am to 4:00 pm ET. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor. Ram 
Shukla can be reached on 571-272-0735. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for pubUshed applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Elecfronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 571-272-1000. 

F. Pierre VanderVegt, Ph.D. /PV/ 
Patent Examiner 
July 15, 2009 



/Ram R. Shukla/ 

Supervisory Patent Examiner, Art Unit 1644 



